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mm&] mmm 

[sf##i] ^iL-8^$:t^i:.bmts, mmmmmizmm-t 
m i izmm&mmmo 

Hf##7-J mi L - 8 ; ^ O - t»T^5 3 
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Hf#£9] mi L-8fit*tft h i L-sjcsfrsmfr-efesit&^a-r 

[fff#£l 0] fit I L- 8WWS -4«$>$3i:5:Mt5Ml 

[fff#£i 13 fiti l- 8fit##H*fSfc Mt*fc&**^tS;ftfctftfla?& 
2 3 fill l- 8fiE###«j«fc hws-4^#T$>sz:i:?:Mi: 
I2i!f£©f¥ifflfci&f9!3 

1 ffi§E4# ¥ 09-3071935 



8 — 200918 



[0 0 0 1] 

m&&wmmmm as * j& ®& ic w -r - 

[0 0 0 2] 

IL-8&, c-x-c^aw >if^^T^ v-izm^zmanx&v. & 

tulZlfrtp&ftrtHkM^- (neutrophil activating f at 
or), l£&&3te#Ft£^2iE^E0 J ?- (m onocyte — derived neu 
trophil chemotactic factor) tlT V^£„ 

1 l- 8«, ff^fc^Sttfta-eff^KUfijUBfeiffa-ssH^**;, il - 

-1. TNF^0^ttt^h^j^f> (Koch, A. E. et al. , J. 
Invest. Medicine (1995) 43, 28 — 38, Lars en 
, C. G. et al. , Immunology (1989) 68, 31-36 
) ^>PMA, L P S^CD (Yoshimura, T. et al, P 

roc. Natl. Acad. Sci. USA (1987) 84, 9233-9 

2 3 7), S e>JCtt*.K^ ^^(DM^M (Horiguchi, H. et a 
1. Lymphokine Cytokine. Res. (1993) 12, 4 

2 i-4 2 8) K&^Tm&nmzti&a 

[0 0 0 3] 

»il (Acute lung Injury) If 1 9 9 4^^IH 

(Bernard, G. R. et al, Am. J. Respir. Cri 
t. Care Med. (1994) 149, 8 1 8-8 24) „ ti&fii&i: LX 

^ h #3. h tl s ait & £ o 

2 ffilE#¥ 09-3071935 
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[00 04] 

, t&mmifo.&<z>mmtf&vmmt£ : b<D (jyfcimc«:p a Q2 /F j 02 m&z o 

0 mmH gJ£AT) te^>-ffi«{£i£3!mM8¥ (Acute Respiratory 
Distress Syndrome) HBffiZtl* t£5fc©j£AB#i®{£j&£^ 
SI (Adult Respiratory Distress Syndrom 

e) n&itm- (Dmrnzm-tc mA^m.i&^mmcDmm^A^^^-t/i^ 

[0 0 0 5] 

%k.£.M^T:'$>Z> (Matt hay, M. A. et al, Clin. Chest 
.Med. (199 0) 11, 5 7 5- 5 8 0) „ Jfe, 14 B J^CD^EtMtf 

^"^r^filJMHtC^cSrj^tlS (B e r n a r d, G. R. e t air Am. J 
. Respir. Crit. Care Med. (1994) 149, 8 18- 
8 2 4) o 
[0 0 0 6] 

(Dmm<Dz>%. mm&^<^&^&ft(Drf%kMm&mm-v$>z> (Montgom 

ery, A. B. et al, Am. Rev. Respir. Dis. (198 
5) 132, 4 8 5-489, Knaus, W. A. etal, Am. J. Re 
spir. Crit. Care Med. (1994) 150, 311-317 
) c M.!k&fiEfem-£B one, R. C. £ (Ann. Intern. Med. ( 

3 miE^ 5 ! 2 09-3071935 
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1991) 114, 332-333) IC <fc o T-HK6$tCj£g6$ ;ftT V^#, #H 
[0 0 0 7] 

[0 0 0 8] 

^igH^l«ttST-i:$HJ^'l4^lC^:SiJ$tL, $frM^£LTl±I L- 1 (S 
u t e r , P . M. et a 1 , Am. Rev. Respir. Dis. (19 
9 2) 1 4 5, 4 2 7-4 3 2), IL-6 (M e d u r i , G. U. et a 
1, Chest (1995) 108, 1315-1325), IL-8 (Mil 
ler, E. J. et a 1, Am. Rev. Respir. Dis. (199 
2) 1 4 6, 1 0 1 6- 1 0 2 2), T N F — a (Marks, J. D. et 
a 1 , Am. Rev. Respir. Dis. (1990) 141, 94 — 97 
) ^<£>-9->r hitj^f fflrft (Ha mm erschmidt, D. E. Bt al 
, Lancet (1980) 1 (8175), 9 4 7-94 9) , gaMi 

(Farjanel, J. et al, Am. Rev. Respir. Dis. 

(1993) 147, 1 0 9 1 - 1 0 9 9) , 77^P F ^WftWMSfa (Step 
henson, A. H. et al, Am. Rev. Respir. Dis. ( 
1988) 138, 714-719), PAF(Matsumoto, K. et 
al, Clin. Exp. Pharmacol. Physiol. (1992 
) 19, 509-515), ffi&mm (Leff, J. A. et al, Am. 
Rev. Respir. Dis. (1992) 146, 9 8 5- 9 8 9) 
<<Dm*t)\ MMVt&fth ITliW (We i 1 and, J. E. e t a 1 
, Am. Rev. Respir. Dis. (1986) 133, 218-225 
) V — (T r a n Van Nhieu, J. et al, A 

4 ffilE#^ 09-3071935 
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m. Rev.. Respir. Dis. (1993) 147, 1585-1589 
[0 0 0 9] 

o 

[0 0 10] 

^LfcflMSS^^WCfc^Ttt, 3ft I L- 8^##;£^T'&53£a^£*lT^ 
fc^(Folkesson, H. G. et a 1 , J. Clin. Invest 

. (1995), i o 7- 1 1 6) „ m.ikmmmm^<Dj:z>iz^m^cxm 

[0011] 

m<Z>?fc?:mzm&X : b 6 0%ffi&i£-mmX2b2> (M a t t h a y, M. A. e t 
a 1, Clin. Chest. Med. (1990) 1 1, 575-580) 

o 

.[0012] 

5 &WE<&¥- 09-3071935 
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$b§tE3* (1 9 9 1) 1 5, 7 5 3-7 6 0) „ 

[0 0 13] 

[9RJB * Z> #> 

o 

[0 0 14] 
[0 0 15] 

sKUf 9*5>f K (LPS) ^SflSSr^-rsWaH^i:**. 

6 fBE#¥0 9 - 3 0 7 1 9 3 5 
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[0 0 16] 

fettle; ?n-±)vffitftn unsii:^*. Lfrbfc#e>, 

iCDffifrtel L- 8 i: *-ifclC J: »J, I L- 8©£4fcS*tt?SttS:lfl**-* . 

.fit#T?fe*;, .fc»J#*L<fcfc, I L — 8 t^t^I il lC<fc *J I L 8 (£>#fi£^ 
^<Z>*g#«:IH«UT I L- 8 0>S/^-*-;1/£&&j6«tU IL-8©4ftffiStt < 

[0017] 

^ J 9 u—-}-)iififctf#!f-£. L v^. if offish LTtt, *SK:*!llKSftfcv^ 

[0 0 18] 

ICDi^ft$iIL-8Si«!i:l/'rH WS-4ttft(Ko, Y. et al. 
, J. Immunol. Methods (1 9 9 2) 1.4 9, 2 2 7-2 3 5) 
^DM/C 7ffi# (Mul 1 i g a n , _ M. S. e t a 1 , J. I mmu n o 
1. (1 9 9 3 ) 1 5 0, 5585-5595), P e p - 1 Jftfls&J:tf P e p 
-3^ (HI^#fFm^^#^WO9.2-0 4 372) £fcl£6G4. 2. 5 
jfittfccfctfA 5. 12. 1 4 t# (i^^ffffii^tf WO 9 5-2 3 8 6 5 

Boylan, A.M. et al. , J. Clin. Invest. (19 

7 aiiiE4#¥ 09-3071935 
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92) 89, 1257- 1 267) *#*!&ftTV>*. Z.fth<D? *»T*. 4#lCW 
[0 0 19] 

Sfe-^^-fr, y-n>y&ic J: y, *0-^;i/&MftM£M£* 

? U - r. y Z> z. £ IC «£ i T#|gT# £ 0 
[0 0 2 0] 

Mx.H IfcftWRto&tefflBLt. LT^M^tiSt: > I L- 8 Matsush 
i m a, K. et a 1 , J.Med. Exp. (1988) 167, 1883 
- 1 8 9 3 [C, >?t^IL-8|j:Harada, A. Int. Immunol. 

(1 9 9 3) 5, 6 8 1 - 6 9 0tCWa*3ft& I L- 8 stfc^@E#J £ Jg V ^ JI £ 
iC J; -DXnhfr&o hlhIL-8l£, 8^©iM4$tl, N^SgglC^TM 
&£^DlzS/>^&S#£3£#^£;ftT^& (Leonard, E. J. e 
t a 1 . , Am. J. Respir. Cell. Mol. Biol. (199 
0) 2, 479-486) „ Zltl^-etC, 79, 7 7, 72, 71, 7 0£J:tf 

6 9 <dts. smmMwutm-tz i l- 8#*n£>*i-o>&#, ^ig^-e^M^ti-s 

[0 0 2 1] 

I L - 8©^^@e^J^^©5§^^^^-^lC#ALT^l^^«^flaS:^ 
[0 0 2 2] 

8 ffisiE4f 09-3071935 
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ftt>tl£ 0 ^frftlCli, M^KSrPBS (Phosphate-Buffer 
ed Saline) *&3SA**^T?»!3*K:#iR, JMLk^OfcrnMlC J: 

19 tea a &ib# -r s ^ £ #t? s « = 

[0 0 2 3] 
[0 0 2 4] 

, "fTfC, ^#©a^©«IllS«, 05*. K, P3(P3x63Ag8. 653) 
(J. Immnol. (1979) 123, 1 548-1550), p3-Ul 
(Current Topics in Microbiology and 
Immunology (1978) 81, 1-7), N S - 1 (Kohler. . 
G. and Milstein, C. Eur. J. Immunol. (1976 
) 6, 511-519), MPC-11 (Margulies. D. "H. et 
a 1. ,'Cell (1976) 8, 405-415), SP2/0 (Shulm 
an, M. et a 1. , Nature (1978) 276, 269-270) 
, FO(de St. Groth, S. F. et a 1 . f J. Immunol 
.Methods (1980) 35, 1 -21), S194 (Trowbrid 
ge, I. S. J. Exp. Med. (1978) 148, 313-323), 
R210 (Gal f re, G. et a 1 . , Nature (1979) 277 

r- 

, 13 1-13 3) ^ffacftffiStlS. 
[0 0 2 5] 

^ (Kohler. G. and Milstein, C. , : 

Methods Enzymol. (1981) 73, 3 - 4 6 ) ^{C*pDT*T 

9 fflIEE#¥ 09-3071 935 
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mmmmtpx-mffizfrz. m^mmmtLxitm^t. 3Kyifi/>^';n-^ 

(PEG) , -fe>**-f (HVJ) ^ftfflSti, isicmMtcj: 

o 

[0 0 2 6] 

te, BfffH^3iD-vMfiS$fc<Z)it5B}C^«;RPM I 1 6 4 0^ii, M 

&y. ££>IC. 4^JEjM (FCS) ^©MffltOTtSittit'tS. 
[0 0 2 7] 

W>&V, ^#). 3 7TCglCilIlSlfcPEGm TO^ilOOO 
-6 0 0 0gS©PEG^$:I^ 3 0-6 0% (w/v) ©iSt'ttb, 

[0 0 2 8] 
[0029] . 

1 0 mSE#^ 09-3071935 
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m.(DH h^5:f5Z:i:t;T*tS (#^¥1- 5 9 8 7 8 #M) . $ t: h 

m#itfc^©:£T<z> w\°- h u-&^i-s h^>^yai->y^i6%icmM^^S 

£> I L — 8 lC3tf*3"SH h $v£fc §: Efcflr L T <£ V * (®^#fFffi0^^##WO 9 4 
/2 5 5 8 5, WO 9 3/1 2 2 2 7. WO 9 2/0 3 9 1 8£<fctfW0 9 4/ 
0 2 6 0 2#J80 . 
[0 0 3 0] 

[0 0 3 1] 
[0 0 3 2] 

COS, CHO, BHK .(Baby Hamster Kidn 
e y) Mfl&. Ve r oM, g 1 i omaH»i»lE I» $ 
£ IZ "S^^^**?? *b -5 i" =S A L- . *. #fr ffir & ffl V \ T £ 

■&f=.=£S #U-±)Vffifo%:m^Z>ZLlltfT*g2> (iill Vandamme, A 
. M. et a 1 . , Eur. J. Biochem. (1990) 192, 7 6 
7 — 775, 1990. Colcher, D. et a 1 . , Cacner R 
esearch (1 9 8 9) 4 9, 1 73 8- 1 74 5, Neumaier, M 
. et ■ a 1 . , CancerResearch (1990) 50, 2128 — 

1 1 ffifW*! 2 09-3071935 
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2134, De Waele, P. et a 1 . , Eur. J. Biochem 
. (19 8 8) 176, 287-295, Horwitz, A. H. et al 
. , Proc. Natl. Acad. Sci. USA (1988) 85, 867 
8-8682, Wood, C. R. et al. , Nature (1985) 3 
14, 446—449, Robinson, R. R. et al. , Proc. 
Am. Assoc. CancerRes. (1989) 30, 396, 1574 
, Horwitz, A. H. et al. , Euro. J. Cancer (19 
90) 26, 1009, Carayannopoulos, L. et al. , 
Proc. Natl. Acad. Sci. USA (1994) 91, 8 34 8- 
8 3 5 2#i) „ Z.0)Wi^. /W ZfV F-*?frb#U- — >ifLfrmfe?-*'<9 

[0 0 3 3] 

z>^ntfx%2> mwftwtftm&m^E p 1 2 5 0 2 3#m) 0 

[0 0 3 4] 

£*>IC, Hm& (reshaped) L£tl hm#£#3§fPltCMV^ Z. iltfiX* 

ijjf ^ (CDR; complementarity determining r 
egion) *<D-BM& 

mte^-m&z-^m&ftibtix^z (mwftmmm&ffl&^E P 2 3 9 4 oo#i 
) o *<D®i%\(Dj5mitm^x. *nwizmm&nmmt hffi<*zm2>z.£tfx% 

[0 0 3 5] 

1 2 ffi$E#¥ 09-3071935 
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nm&t burnt* b&,^(Dm%mmm^m^(Dmn^&mmt 

t bfn,ifc&&e>7 (framework region;FR 

[0 0 3 6] 

**^ffifM>?S*J*ii hffittJcttffiSnsfc hffifluz>ftfl&«#£LT I 

a t o, K. e t a 1 . , Cancer Res. (1993)53,851 
- 8 5 6) „ 
[0 0 3 7] 

WS-4Ja# (H«J*fc HWS-4#iflO jWtffctl* (®^#f^ffiM^BI## / 
WO 96-0257 6#j&) . ffjgj&t: 7^Xft*OTS- 

[0 0 3 8] 

#$89! tea, il-8i:^u i l- 8 ^ffls-ts^-g" 1 ;, ttfovm 

) 2. F v*fc.ttH«4: LICF v >*-Tf**g3*fcS/>ir/I/^:c- 
>f>Fv (scFv) Sttffitfiitms. Aftfi^Ctt. i*ie>*t#Wr^TS: 

""eSWS-frftfcf «fcv* Bird, R. E. et.al. .TIBT.EC 

H (1 9 9 1) 9, 132-137 #88) . 

1 3 09-3071935 
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[0 0 3 9] 

scFvH ^OHiVf^ilLiVMIc^tSiiltCiy^^tlS. 
r<Z> s c F vlCfeV^ H«Vf^i: LiVf^tt'J £ b < ^ 

KU >#-£:frLT3&*££*l£ (Huston, J. S. et al. , Pr 
oc. Natl. Acad. Sci. U. S. A. (1 9 8 8) 8 5, 5 8 7 9 
- 5 8 8 3) „ s cFvCfcftSHiVi^ilJtLiVlill _t!BJn$fc £ 1/ 
TiB«£;ft£4j<Dm>-f tx^ftsfc-e&oT^v^ VM^SrjS^-t^^^ KU 
>A-i:Ltll Mi«7$;il 2-1 9^«^e>JS:SftS©-*^^ K 

[0 0 4 0] 

s c F v&3- K^SDNAte, t&IB#i#©Hfc*fc«:, HiVfi§:3-K 
tSDNA, ;J3<ktf L«*fcW:, LiVMI:3-KtSDNA^ii:U ^ 

[0 04 1] 

*fev -Is c F v S3- KtSDN A*«f^|SnftH ^n^Sr^f <5$£ 
[0 0 4 2] 

Wifemmfc & 3 - k -r s ae? & 9 a l £ mm*, mm z <d -e j&% l 

1 4 aj|E#¥ 09-3071935 
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[0 0 4 3] 
[0 0 4 4] 

mm<D%miz£'>jm*>tiz>ffii l- s^is. ttw^ffias-jes (ria 

) , (E I A, E L I S A) , mytffiftm (i mmu n o f 1 u 

orescence analysi s ) ^©SScDrft^lft^miCi U, StM 

[0 0 4 5] 

n«ic, wa.au #DRrta*f. SS^ftaaf, flfc&fc&f^ fiT^^Jcfcy^* ' 

mm-tfftmizmmvm&o se>jc, ^3&<i:%— acDBssifflffl#: t 
a % iz mmmf&m^ * v v <dj&m * t & r t. &v § & 0 

[0 0 4 6] 

1 m g ^f. 1 0 0 0 m g 0|gHT'II^S. JfJBKlttflcM 1 k g »J 0 . 0 1 
mg^e> 1 0mg<D|gfflT^litlS o frf^O^^Mli^lCcfcoT^M^y, 3 

[0 0 4 7] 

^)!)\ SS^oTSIfttSIil^T't (Remington' s Pha 
rmaceutical Science, latestedition, Ma 

1 5 09-3071935 
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rk Publishing Company, Easton, ^ffl) , 
[0 0 4 8] 

y-fey>, zfu \f. uytfv t7-fey>. /n°^-7^>, ^f7U^7;i/3- 

[0 0 4 9] 

*, mrnrn. •Jwmmmmiz&Mv. -etuc, ®*r£ilstj. Twee 

n80, fc: hJfitffT;i/^ > (HSA) m*MXfc%0)1:1b »J , £ 

[0 0 5 0] 
[0 0 5 1] 

HIM 

1 6 09-3071935 
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t M L - 8 1:^5^; ^ n - t«i3fe^-f ^'J K - 
thIL- 8T*V^^Sr^Ligi-Sr tiZ <fc y, t M L - 8 ICft-tS^y # D 
-^l/jfiftjl^W K-"7&#fc (Ko, Y. et a 1 . , J . I mm u 
nol. Methods (1992) 149, 227-235). =Rfls6UtC& % 

ffiWP3X6 3-Ag 8. 6 5 3 
[0 0 5 2] 

3(Z)A-f^U K-T#jg£-f 5^(Z) H^fc 

^fe, ^^^'JK-vailiWS-^H Mouse hybridoma 
WS-4^LT, aR#*o<tfrtf*lTB 1# ^ 

3#) {C, ?^8^4B 1 7 HIC, FE RMB P- 5 5 0 7 £ LtW^ h& 

[0 0 5 3] 

##09 2 t M L - 8 i:#t5S*«t 

f|^WS-4m^$:IBI^#fl : ffiM^^#^W0 9 6- 0 2 5 7 6 \ZUW.^ 

i -e#is{£*i£/w:/y k-yws -4 fr£>. nmzz y^RN assj: 
iRjS (pcr) iSicky, v^^ws-4^(Z)Hr^ (v) ««©DN-Afciftt 

Lfc„ PCR&lC^MI-S^-fV-Wu Jones, S. T. et al. , 
Bio/Technology (1 9 9 1) 9, 8 8 - 8 9 £SE*2 *l£^>f 

1 7 09-3071935 
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-F«*a^&*tfDNA»i#S:#fc. r*l*>©DNAIST#£:&* F 
[0 0 5 4] 

(D&mmmznmz'&^&Mis. ^^iz^^(Dvmm<D^m^&mm (cdr 

) 

^*^WS-4m#£f£^&^?#-£fi 5 §g-r5fc«>, 7-?XWS-4kL 
fi£J:tfH^<Z>VMe5:=l- Ff5 c DNA£^*l^;TlHE F'<*#-'vf@gU{C 

ff#J&WS-4m#&#§g-r&fc*MC, CDR^ffi^a»jT^XWS-4$i 

•&SP^€:^i-^i:e)CVM^O-7 (FR) <£>T^/$?£fi& 

r (Z> J: e>lCLT#$gL NWS-4^ft<7)L^;i3J:tfH^tf>»te^£ 

[0 0 5 5] 

zfrbn^xDrnm.^? *-*co smmzmm\zMA-?z>z.£\zi: y % 

HbWS-4ifi# (hWS-4) •& SrflfafcLfc. -©SHflfrffc&ig 

#LT»?>tlfcll#^H hWS-4»I L- 8^©^fgSJ:tFI L-8?g 

[0 0 5 6] 

S«j£b: hWS -4^#©L^fcJ;tfH^S:#t^r7y^ Ffc^S* 
Escherichia coli D H 5 a (HEF-RVLa- 
gic) Sil^Escherichia coli JM109 (HEF-RVH 
g-gfl) tLT, («o<IM1TB 

1 8 ffiHEfl ¥ 09-3071935 
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1#3-^) IC, ¥-f&6*E7M 1 2 B iZ. #^FE RM BP — 4 7 3 8 33<fc£FF 

ERM B P-4 7 4 1 £ h KRgWftS 4T,fc 0 
[0 0 5 7] 

-S¥N = 8©H*a«lS^-9-¥ («L flsS#?j2. 5kg, KA5fc : = 

-tfx) ic i 3g&£ vt* 5 o mg Zffimfo&Ml<. ffizfiz*yzf$- 

yb3. 5mUyn|I) <D~7 -ft — 9 zi % 9 % — ©^ffi?L$:gc^c L fc„ 
[0 0 5 8] 

ERA HFCOfl/-^- ( 7 |Ig^II^#tt) ©ffiPCSiibfco 7 ' 

SbfeOK-4 3 2«t &lifefcU2ml0lt2. 5ml>> . 

>y>J?IC«»Jft«l/fe. MERA H F 0^>f 1 . Okgt . 

/cm 2 . Frequency 1 2 H z iClf LTffii^&taiboo, O 

k-4 3 2MmwLZv-y-*c<D%.m.ftizxZALf- a z.<Dmmz£voK- 4 3 2^ 

[0 0 5 9] 

ZKDOK-4 3 2g^« 2 0#|ylC t hIL-8 lC*f"f -5 V^7X W S - 4 Sift: 
2. 5 mg&SV^in:/ LTWS -4 trfcffcfcH— W79J7<D 

OK- 4 3 2&#3 ^§|0 5 5 B 5- fi3fe<Z> U jKsK U "fr y *9>f 

K&U (PBS) i:8«3mg/mlK:*«|U fi^ilmg/kg 

ftiT*3iI<fcUMlfe. L P S S^© 2 0 jMSCT^^WS - 4 
<SV^£v"?*H> hn-;i/^^^-n j ?tl2. 5mg^OK-4 3 2%l$-l%<D&Lfr 

t m-vtate *%wm& y as* l r=. B 

1 9 ffilE^^P 09-3071935 
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[0 0 6 0] 

mmtrm^x»mitiMm&m (Pa0 2) fc&tf^imjfiirjMtjwsa-E (Pa 

C02) SrRadiometerCopenhagenn : A B L 3 , 

ACID BASE LABORATORY) {CtMUfe. 
[0 0 6 1] 

$¥©#g£fc4L>?Et:L&#>fe#. 5l©W|fe©^#a(sj4WS-4fiS#:«^»-e6 2. 
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